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Dear Commissioner: 

A brief, pursuant to 37 C.F.R. §41 . 37, appealing the final deci sion of the Examiner dated 
01/25/2008, wherein the Examiner finally rejected claims 91-102 of the present application, was 
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mailed on 07/09/2008, indicating that the brief was not in compliance with 37 C.F.R. §41.37 
because the brief did not contain the items required under 37 C.F.R. § 41.37 (c), and because the 
brief does not contain a statement of the status of all claims. This matter has now been corrected, 
and this paper is now submitted in response to the Notice of Non-Compliant Amendment 
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I. REAL PARTY IN INTEREST 

The subject application is assigned to International Flora Technologies, Ltd. - the real 
party in interest. The assignment is recorded in the United States Patent and 
Trademark Office at Reel 013946, Frame 0576. 
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IL RELATED APPEALS AND INTERFERENCES 

To Appellant's knowledge, there are no related appeals or interferences. 
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III- STATUS OF CLAIMS 

1. All originally filed claims 1-90 have been cancelled or withdrawn. Specifically, 
claims 1,3-4,6-13, 15, 16, 18-19, 21- 22, 24-25, 27-28, 30- 31, 33- 34, 36-85, 87- 
88, and 90 have been cancelled. Claims 2, 5, 14, 17, 20, 23, 26, 29, 32, 35, 86, 
and 89 have been withdrawn. A copy of the claims being appealed, namely 91- 
102, are provided in Appendix A. Claims 91-102 were previously presented. 

2. Claims 91-92 are rejected under 35 U.S.C. § 103(a) as purportedly being 
unpatentable over U.S. Patent No. 5,952,392 to Katz et al in view of PCT 
Publication No. WO 9602244 Al to Sintov et at., and further in view of PCT 
Publication No. WO 9920224 to Arquette et al. 

3. Claims 93-102 are rejected under 35 U.S.C. § 103(a) as purportedly being 
unpatentable over U.S. Patent No. 5,952,392 to Kate et al. in view of PCT 
Publication No. WO 9602244 Al to Sintov et al, and further in view of U.S. 
Patent No. 4,874, 794 to Katz or U.S. Patent No. 5,070,107 to Katz. 
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TV. STATUS OF AMENDMENTS 

On 11/05/2007, claims 91, 93, 95, 97, 99 and 101 were amended in Appellant's 
Response to the non-final Office Action dated 05/03/2007, All amendments were 
entered by the Examiner, as acknowledged in the Final Office Action dated 
01/25/2008. No subsequent amendments have been offered by Appellant, 
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V. SUMMARY OF CLAIMED SUBJECT MATTER 

A representative embodiment of the present invention is directed to treatment of 
various viral infections and inflammatory diseases, [page 17, line 20; page 27, line 
19] Suitable methods of treatment in accordance with the present invention include 
providing topical, intravenous, intramuscular, transdermal, trans-mucousal, and trans- 
membranal compositions, [page 7, lines 20-23; page 17, lines 9-19] Further 
representative embodiments of the present invention include use of long-chain 
monounsaturated alcohols in combination with salts of jojoba-derived fatty acids and 
mixed esters, [page 8, lines 1-4; page 9, lines 19-20; page 10, lines 6-24] These 
embodiments include: 

91 . A method for treating at least one of vims-induced and inflammatory diseases [page 1 7 3 line 
20; page 27, line 19] said method comprising the step of providing a topical composition 
[page 17, lines 7-19] consisting essentially of: 

at least one of octadecenol, eicosenol, docosenol, tetracosenol and hexacosenol [page 9, lines 10- 
18; page 13, lines 15-20] in a concentration of from 0J to 25 percent by weight of an 
admixed physiologically active carrier [page 16, line 20; page 17 line 2; page 22 ? lines 1 1 - 
16]; 

at least one salt of a jojoba-derived trans-free fatty acid according to the formula R^COCTM*, 
wherein: R l comprises CH3(CH 2 )7CH=CHCH 2 (CH 2 )x; x is at least one of 8, 10, and 12; 
and M 1 " is a monovalent alkali metal ion [page 1 2, line 11; page 13, line 1 6]; and 

at least one mixed ester according to the formula R 2 -COO-R 3 , wherein: R 2 comprises 

C.H^(CH2)7CH-CHCH2(CH2) y ; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
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an alky] group and an aliphatic group comprising between 1 to 12 carbon atoms ion [page 
12, line 1 1; page 13, line 5]. 

92. The method of claim 91 , wherein said composition comprises at least one of: about 1% 

octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight [page 12, lines 12-19]. 

93. A method for treating viral infections, said method comprising the step of intravenous 

delivery of a composition [page 1 8, lines 3-24] consisting essentially of: 

an effective amount of from about 0.1 mg to about 2 gmper 50 kg of body weight of a 

compound comprising at least one to C 2 4 monounsaturated alcohol in a physiologically 
active carrier [page 18, lines 3-24]; 

at least one salt of a jojoba-derived trans- free fatty acid according to the formula R l ~COOTVf\ 
wherein: R 1 comprises CH 3 (CH2)7CH=CHCH 2 (CH2) X ; x is at least one of 8, 10, and 12; 
and M f is a monovalent alkali metal ion [page 12, line 11; page 13, line 16]; and 

at least one mixed ester according to the formula R 2 ~CQ0-R\ wherein: R 2 comprises 

CH 3 (CH 2 ) 7 CH-CHCH2(CH 2 ) y ; y is at least one of 6, 8, 1 0 and 12; and R 3 is at least one of 
an alky! group and an aliphatic group comprising between 1 to 12 carbon atoms [page 12, 
line 1 1; page 1.3 ? line 5]. 
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94. The method of claim 93, wherein said composition comprises at least one of: about 1 % 

octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight [page 12, lines 12-19]. 

95. A method for treating viral infections, said method comprising the step of intramuscular 
delivery of a composition [page 18, lines 3-24] consisting essentially of: 

an effective amount of from about 0. 1 mg to about 2 gm per 50 kg of body weight of a 

compound comprising at least one Ci 8 to C 24 monounsaturated alcohol in a physiologically 
active carrier [page 1 8 S lines 3-24]; 

at least one salt of a jojoba-derived trans-free fatty acid according to the formula R^COOTV^, 
wherein: R 1 comprises CH 3 (CH 2 ) 7 CH<:HCH2(CH2)x; x is at least one of 8, 10, and 12; 
and M + is a monovalent alkali metal ion [page 12, line 11; page 13, line 16]; and 

at least one mixed ester according to the formula R 2 -COO-R 3 s wherein: R 2 comprises 

CH3(CH2)7CH-CHCH 2 (CH 2 ) y ; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms [page 12, 
line 1 1; page 13, line 5]. 

96. The method of claim 95, wherein said composition comprises at least one of: about 1% 

octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight [page 12, lines 1249]. 
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97. A method for treating viral infections, said method comprising the step of trans-mucousal 

delivery of a composition [page 19, lines 1-11] consisting essentially of: 

an effective amount of from about 0. 1 mg to about 2 gm per 50 kg of body weight of a 

compound comprising at least one Ci 8 to C 2A mono unsaturated alcohol in a physiologically 
active carrier [page 18, lines 3-24]; 

at least one salt of a jojoba-derived trans-free fatty acid according to the formula R l -CO(XM\ 
wherein: R 1 comprises CH 3 (CH2)7CH=CHCH2(CH 2 ) X ; x is at least one of 8, 10, and 12; 
and M + is a monovalent alkali metal ion [page 12, line 11; page 13, line 1.6]; and 

at least one mixed ester according to the formula R 2 -COO-R 3 , wherein: R 2 comprises 

CH 3 (CH2)7CH=CHCH2(CH 2 ) y ; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms [page 12, 
line 1 1 ; page 13, line 5]. 

98. The method of claim 97, wherein said composition comprises at least one of: about 1% 

octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight [page 12, lines 12-19]. 



99, A method for treati ng viral infections, said method comprising the step of transdermal 
delivery of a composition [page 1 7, lines 749] consisting essentially of: 
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an effective amount of from about 0. 1 mg to about 2 gm per 50 kg of body weight of a 

compound comprising at least one Ci 8 to C 24 monounsaturated alcohol in a physiologically 
active carrier [page 18, lines 3-24]; 

at least one salt of a jojoba-derived trans- free fatty acid according to the formula R^-COO~M f , 
wherein: R 1 comprises CH 3 (CH2) 7 CH<:HCH 2 (CH2)x; x is at least one of 8, 10, and 1 2; 
and M + is a monovalent alkali metal ion [page 12, line 1 1 ; page 13, line 16]; and 

at least one mixed ester according to the formula R 2 -COO-R 3 , wherein: R 2 comprises 

CH3(CH2)7CH=CHCH 2 (CH 2 ) y ; y is at least one of 6, 8, 10 and 1 2; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms [page 12, 
line 11; page 13, line 5]. 

1 00. The method of claim 99, wherein said composition comprises at least one of: about 1 % 
octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight [page 12, lines 12-19]. 

101 A method for treating viral infections, said method comprising the step of trans- 
it* embranal delivery of a composition [page 17, lines 7-19] consisting essentially of: 

an effective amount of from about 0.1 mg to about 2 gm per 50 kg of body weight of a 

compound comprising at least one monounsaturated alcohol having between 1 8 and 24 
carbons [page 18, lines 3-24] in at least one of a physiologically acceptable liquid, cream, 
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gel and suppository carrier into at least one of an anus and vagina of an animal to be treated 
[page 17, lines 8-19]; 

at least one salt of a jo joba-derived trans-free fatty acid according to the formula R'-COO"M + , 
wherein: R ! comprises CH3(CH 2 ) 7 CH-CHCH 2 (CH 2 ),; x is at least one of 8, 10, and 12; 
and M 1 is a monovalent alkali metal ion [page 12, line 11; page 13, line 16]; and 

2 3 2 

at least one mixed ester according to the formula R -COO-R 5 wherein: R comprises 

CH 3 (CH2)7CH=CHCH2(CH 2 ) y ; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms [page 12, 
line 11; page 13, line 5], 



102. The method of claim 101, wherein said composition comprises at least one of: about 1% 
octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight [page 12, lines 12-19], 
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VI. GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 
Issue 1: 

Whether the references proposed by the Examiner effectivel y establishes & prima 
facie basis for obviousness under 35 U.S.C. § 103(a) for claims 91-92 and 93-102; 
and more specifically, whether claims 91-92 are obvious over U.S. Patent No. 
5,952,392 to Katz et al in view of PCT Publication No. WO 9602244 Al to Sintov et 
al, and further in view of PCT Publication No. WO 9920224 to Arquette et al ; and 
whether claims 93-102 are obvious over U.S. Patent No. 5,952,392 to Katz et al. in 
view of PCT Publication No. WO 9602244 Al to Sintov et al, and further in view of 
U.S. Patent No. 4,874, 794 to Katz or U.S. Patent No. 5,070,107 to Katz. 
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VTT. ARGUMENT 
ISSUE 1 : CLAIM REJECTIONS UNDER §103(a) 

Claims 91-92 are rejected under 35 U.S.C. § 1 03(a) as purportedly being unpatentable over U.S. 
Patent No, 5,952,392 to Katz et al in view of PCT Publication No. WO 9602244 Al to Sintov et 
al, and further in view of PCT Publication No. WO 9920224 to Arquette et al Additionally, 
claims 93-102 are rejected under 35 U.S.C. §103 as purportedly being unpatentable over U.S. 
Patent No. 5,952,392 to Katz et al in view of PCT Publication No. WO 9602244 Al to Sintov et 
aU and further in view of U.S. Patent No. 4,874, 794 to Katz or U.S. Patent No. 5,070,107 to 
Katz. Appellants respectfully traverse these rejections. Appellants further submit that a prima 
facie case of obviousness has not been established. 

In light of the Supreme Court decision in KSR v. Teleflex, and the decisions by the Board of 
Patent Appeals and Interferences in Ex Parte Smith, Ex Parte Kubin, and Ex Parte Catan, any 
obviousness determination must be consistent with the traditional Graham factors. Thus, 
obviousness is determined according to (1) the scope and content of the prior art, (2) the level of 
ordinary skill in the art, (3) the differences between the prior art and the claimed invention, and 
(4) the extent of any objective indicia of nonobviousness. 

Additionally, the Examiner bears the initial burden of factually supporting any prima 
facie conclusion of obviousness. In this case, the Examiner asserts that it would have been 
obvious to one having ordinary skill in the art at the time the invention was made to modify the 
Katz et al reference, the Sintov et al reference, the Arquette et al reference, and the Katz 
references to arrive at the claimed invention. When asserting an obviousness rejection on these 
grounds, M.P.E.F. §4143 (G) requires the Examiner to "articulate the following: 

(1) a finding that there was some teaching, suggestion, or motivation, 
either in the references themselves or in the knowledge generally 
available to one of ordinary skill in the art to modify the reference to 
combine reference teachings; 

(2) a finding that there was reasonable expectation of success; and 
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(3) whatever additional findings based on the Graham inquiries may be 

necessary, in view of the facts of the case under consideration, to 
explain a conclusion of obviousness." 

With respect to the rejections of claims 91-92 and 93-102, the Examiner has failed to assert a 
prima facie case of obviousness. As set forth vide supra, even if the Examiner had put forth a 
prima facie case, it is clear that the combination of the references, taken either alone or in 
conjunction with the knowledge of one of ordinary skill in the art, do not and cannot teach the 
claimed invention. 

Claims 91-92 

The Examiner proposes that Katz et al (U.S. 5,952,392) "discloses that long chain fatty acids 
broadly including oleic acid (CI 8, one double bond, see col 2 lines 12-15; col. 3, lines 5-8; col 
4, lines 26-28; col 6, lines 28-35) or monounsaturated long chain alcohols broadly (<?.g r , CI 8- 
C28, or octadecenol, docosenol, brassidyl alcohol) in their effective amounts with a 
physiologically compatible carrier (e.g., cream or ointment applied to skin, or aqueous solution, 
see col. 12, EXAMPLE 5 ; Examples 12, 14-15; col. 20, lines 34-35, and col. 22, lines 39-40 and 
64) are useful in a pharmaceutical composition for topical application, intramuscular and 
intravenous injections, and methods of treating virai infections and virus-induced and 
inflammatory disease of skin and membranes because these compounds have antiviral activity 
See abstract; col 1, lines 10-15 and 20-47; col. 3, lines 18-21; col.7, lines 62-67; col 12, 
EXAMPLE 5; Examples 14-15 and col. 22-23." The Examiner further proposes that 
"compositions therein for use in treating viral infections comprise active ingredients [sic] or 
combination of compounds as the active ingredients selected from a group consisting of 
saturated aliphatic alcohols, mono -unsaturated aliphatic alcohols, rnono-unsaturated aliphatic 
amides and aliphatic acids having a carbon chain length of 18-28 carbons, wherein the active 
ingredient is present in an amount of 0,1 to about 50% by weight of the final composition. See 
column 6, lines 28-36, lines 50-55. It is taught that the compositions therein are administered to 
the skin or a mucous membrane topically parenterally or by transmembrana] penetration using a 
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cream, lotion, gel, ointment, suspension, aerosol spray or semi-solid formulation (e.g., a 
suppository). See column 7, lines 62-67; column 24, claims 7-1. L" 

However, Katz et al. (U.S. 5,952,392) does not disclose or teach use of "a method for treating at 
least one of virus-induced and inflammatory diseases [„ .] comprising the step of providing a 
topical composition consisting essentially of: at least one of octadecenol, eicosenol, docosenol, 
tetracose.no! and hexacosenol in a concentration of from 0.1 to 25 percent by weight of an 
admixed physiologically active carrier; at least one salt of a jojoba-derived trans- free fatty acid 
according to the formula R ] -COO M + , wherein: R 1 comprises CH 3 (CH2)7CH=CHCH 2 (CH 2 ) X ; x 
is at least one of 8, 1 0, and 1 2; and M + is a monovalent alkali metal ion; and at least one mixed 
ester according to the formula R 2 -COO-R 3 5 wherein: R 2 comprises 

CH,(CH 2 ) ? CH-CHCH 2 (CH 2 ) y ; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of an 
alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms" as required by 
claim 91 of the present invention. Further, Katz et al. (U.S. 5,952,392) does not teach or 
disclose use of an^ salts of fatty acids or mixed esters in a topical composition, let alone the 
salts of fatty acids and mixed esters of the instant invention in combination with 
monounsatnrated long chain alcohols for treating virus-induced and inflammatory disease 
in accordance with the present invention, hi fact, the Examiner later admits as much by 
stating "[t]he prior art does not expressly disclose the employment of monounsaturated long 
chain alcohols in combination with the particular long chain fatty acids salts such as C20 acids , 
and fatty acid esters herein in a composition for treating virus-induced and inflammatory disease 
of skin and membranes", (emphasis in original). 

In regard to Arquette et al (WO 9920224), the Examiner proposes that Arqnette et al. "discloses 
a pharmaceutical composition comprising the instant fatty alcohols at least 10% by weight (see 
particularly abstract and page 3 lines 15-22), and the instant fatty acid esters in their various 
percentages (see pages 4-8) with a physiologically compatible carrier for topical applications 
(see abstract and claims 1-12, especially claim 23). It is also taught that fatty acids such as oleic 
acid, myristic acid etc are used as emollients. See page I, lines 24-29." However, Arquette et al. 
does not disclose "a method for treating at least one of virus-induced and inflammatory diseases 
[. . .] comprising the step of providing a topical composition consisting essentially of: at least one 
of octadecenol, eicosenol, docosenol, tetracosenol and hexacosenol in a concentration of from 
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0. 1 to 25 percent by weight of an admixed physiologically active carrier; at least one salt of a 
jojoba-derived trans-free fatty acid according to the formula R^COQ'M^ wherein: R 1 
comprises CH 3 (CH2)7CH=CHCH2(CH 2 )x; x is at least one of 8, 10, and 12; and M + is a 
monovalent alkali metal ion; and at least one mixed ester according to the formula R 2 -COO-R 3 , 
wherein: R 2 comprises CH 3 (CH2)7CH=CHCH2(CH 2 )y ; y is at least one of 6, 8, 10 and 12; and 
R 3 is at least one of an alky] group and an aliphatic group comprising between 1 to 12 carbon 
atoms" as required by claim 91 of the present invention. In fact, Arquette et al does not teach 
or disclose use of an£ salts of fatty acids in a topical composition, let alone the salts of fatty 
acids of the instant invention in combination with monounsaturated long chain alcohols and 
mixed esters in accordance with Appellants 4 invention. 

Further, the Examiner proposes that "Sintov et al discloses topical pharmaceutical compositions 
[sic] for the treatment of viral infections comprising salts of carboxylic acid such as alkali metal 
oleates, which include CI 8 salts. See abstract; page 2, bottom paragraph; page 3, lines 1-3, 
paragraph 5; page 7, EXAMPLE 1". However, Sintov et al does not disclose "a method for 
treating at least one of virus-induced and inflammatory diseases f _ .■] comprising the step of 
providing a topical composition consisting essentially of: at least one of octadecenol, eicosenol, 
docosenol, tetracosenol and hexacosenol in a concentration of from 0.1 to 25 percent by weight 
of an admixed physiologically active carrier; at least one salt of a jojoba-derived trans-free fatty 
acid according to the formula R'-COCTM*, wherein: R 1 comprises 

CH 3 (CH 2 )7CH=CHCH2(CH2)x; x is at least one of 8, 10, and 12; and M + is a monovalent alkali 
metal ion; and at least one mixed ester according to the formula R 2 -COO-R~\ wherein: R 2 
comprises CH3(CH 2 )7CH-CHCFI 2 (CH 2 ) y ; y is at least one of 6, 8, 10 and 12; and R 3 is at least 
one of an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms" as 
required by claim 9.1 of the present invention. In fact, the Sintov et al reference explicitly 
teaches away from the use of other "any other antiviral agent" in combination with carboxylic 
acid salt in the treatment of viral diseases. See page 1, last paragraph. Sintov et al does not 
teach or disclose use of on£ long chain monounsaturated alcohols or mixed esters in a 
topical composition, let alone the monounsaturated long chain alcohols and mixed esters of 
the instant invention in combination with salts of fatty acids in accordance with the present 
invention. Moreover, the Examiner admits as much in stating "[t]he prior art does not expressly 
disclose the employment of monounsaturated long chain alcohols in combination with long chain 
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fatty acids salts , and fatty acid esters herein in a composition for treating virus-induced and 
inflammatory disease of skin and membranes", (emphasis in original), 

Further, as cited by Appellants in their response dated 1 1/05/2007, the salts of fatty acids in 
Sintov et al are different from, the salts of fatty acids as presented in claim 91 . Specifically, 
Sintov et al ; page 2 last paragraph, states "the present invention provides a topical 
pharmaceutical composition wherein said salt is selected from the group consisting oflinoleates, 
elaidates, palitates, myristates, oleaates, malonates, succinates, adipates, pimelates, maleates, 
fumarates or azelates " None of these salts comprise "at least one salt of a jojoba-derived trans- 
free fatty acid according to the formula R^COO'M*, wherein: R 1 comprises 
CH 3 (CH 2 )7CH=CHCH2(CH 2 )x; x is at least one of 8, 10, and 12; and M + is a monovalent alkali 
metal ion," 

Moreover, Sintov et al teaches away from the salts in the present invention by stating that 
"[especially preferred for use in the present invention is a water-solubilized Ck,-Ci8 carboxylic 
acid salt, such as akali oleate." The salts of the present invention comprise salts of long chain 
fatty acids that are carbon chain lengths of 20 or greater, It is well known that salts of long-chain 
fatty acids are less soluble in water as compared with shorter chain fatty acids salts, and therefore 
it would be unexpected that salts with chain lengths greater than 1 8 carbons would have similar 
and/or improved activity relative to the more-water-soluble materials, such as those materials 
suggested in Sintov et al See 37 C.RR. § LI 32 Affidavit of David Ashley, attached herewith as 
Exhibit 7. 

In responses, in the Advisory Action dated 04/30/2008, the Examiner asserts that "the solubility 
of carboxylic acids in water alone with different chain lengths [sic] is not relevant. Note that the 
physiologically acceptable carrier in the instant claims can be water, alcohol etc. or mixtures of 
different solvents. The solubility of carboxylic acids with different chain lengths in 
alcohol/water mixtures will be different from solubility in water." 

While accurately reciting a general rule that the solubility of carboxylic acids in alcohol/water 
mixtures is "different from the solubility in water", the Examiner fails to appreciate the crux of 
the issue. It is not the solubility of various di fferent carboxylic acids (having different chain 
lengths) varies in different solvents that drives the distinction as between the salts disclosed in 
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Sintov et al and the claimed invention, Rather, it is the fact that salts of longer chain fatty acids 
(greater than 1 8 carbons) are less soluble than salts of shorter-chain fatty acids. It follows that 
dramatic improved activity of the less soluble salts of longer-chain fatty acids in combination 
with the alcohols and mixed esters o f the claimed invention is surprising, and could not have 
been expected based on the disclosure of Sintov et al 

In failing to appreciate this, the Examiner, in the Final Office Action, states: 

[i]t would have been obvious to one of ordinary skill in the art at the time of the 
invention to utilize the instant particular fatty acid salts such as C20 acid salts to 
treat viral infections in the methods of Katz et aL because Katz et al. (5,952,392) 
and Sintov et al teach the use of CI 8 acids and salts (sodium salt of oleic acid) in 
the method of treating viral infections. ...because of an expectation of success 
similar to that taught for structurally similar prior art species i.e. CI 8 acids, and 
salts, since structurally similar compounds usually have similar properties. See, 
e.g. s Dillon 919, F.2d at 693, 696, 16 USPQ2d at 1901, 1904. See also Deuel, 51 
F.3d at 1559, 25 USPQ2d at 1214, and if the claimed invention and the 
structurally similar prior art species share any useful property, that will generally 
be sufficient to motivate an artisan of ordinary skill to make the claimed species, 
In fact, similar properties may normally be presumed when compounds are very 
close in structure. 

Appellants submit that the instant case is distinguishable from In re Dillon on several counts. 
First, the Examiner in In re Dillon proffered evidence of similarity between the prior art 
compound and the claimed compound in a composition. Id at 691 . This reference showed that 
both the prior art compound and the claimed compound were structurally similar but also 
function similar. Id. ("[T]he Elliot reference shows equivalence between tetra-orthoesters 
[claimed compound] and tri-orthoesters [prior art compound] and that 4 it is clear from the 
combined teachings of these references that the [claimed compound] would operate ... by the 
same mechanism."). In this case, the Examiner has provided no such evidence. Rather, the 
Examiner merely concludes that fatty acid salts in Sintov et al and of the claimed invention are 
structurally similar, and that one would have been motivated to combine them with the other 
components of the claimed invention. 



The Examiner has failed to appreciate Appellants' previous explanations of the narrow scope of 
Sintov et al and that Sintov et al explicitly taught away from combining salts of fatty acids with 
other compounds. Contrary to the Examiner's response to Appellants' assertions in regard to 
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Sintov et al, the Sintov et al reference cannot be used to "broadly teach[] that salts of carboxylic 
acids are employed in the compositions therein for treating viral infections" when Sintov et al 
uses the limiting language of "consisting of* repeatedly to define the salts of fatty acids. See, 
e.g., Sintov et al; page 2 and claim 2. 

This lack, of appreciation is exemplified in the Examiner's attempted use of In re Haas for the 
proposition that "the instant particular fatty acid salts are homologs, and thus they possess the 
same or substantially similar activities. Absent a showing of unexpected results, homologous 
compounds are considered to be obvious". The Examiner's application of In re Haas in this case 
is erroneous. The court in In re Haas determined homologs to be "adjacent compounds" that are 
technically novel, but where "there is no evidence that the claimed compounds behave 
differently from the known compounds or have any utility or properties which would be 
unobvious from knowledge of the utility and properties of the claimed (known) compounds." 
The Examiner makes the erroneous conclusion that salts of fatty acids of C20+ chain lengths are 
"homologs" of salts of fatty acids of shorter chain lengths. One of ordinary skill in the art 
recognizes that solubility decreases with increasing chain length, and with respect to salts of fatty 
acids as a delivery mechanism, the activity of shorter-chain fatty acid salts would be expected to 
be substantially different than that of the claimed longer-chain fatty acids salts. See Exhibit 7. 
Because the longer chain fatty acids of the claimed invention do not have solubility properties 
that map to those of shorter chain fatty acids in Sintov et al, the fatty acid salts of the present 
invention cannot properly be viewed as homologs in accordance with In re Haas. 

Indeed, the Ex aminer has not addressed the knowledge of one of ordinary skill in the art that 
long-chain fatty acid salts are generally less soluble than shorter-chain fatty acids, and therefore 
it would not have been expected that long-chain fatty acid salts would provide the proven 
antiviral activity of the claimed invention. Specifically, "a 100-fold increase in antiviral activity 
is observed where the expectation would be that the delivery mechanism would not traffic the 
antiviral as effectively due to the decreased solubility associated with fatty acid salts having 
chain lengths of 20 carbons or greater." See Exhibit 7. 
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Appellants respectfully request that judicial notice he taken that the Examiner has been either 
unwilling or unable to proffer any reference or teaching in the art that speaks to the effectiveness 
of long chain fatty acid salts alone or in combination with the fatty acid esters and long chain 
alcohols of the claimed invention for the purpose of treating viral inventions. Instead, the 
Examiner asserts factually unsupported conclusions thai salts qf shorter-chain fatty acids (such 
as those in Sintov et ai) may be modified to become long chain fatty acid salts and combined 
with fatty acid esters and long chain alcohols. As such, Appellants respectfully submit that the 
Examiner has failed to provide a prima facie case of obviousness, and that the instant §103 
rejection is improper and must be withdrawn. 

That notwithstanding, even if the Examiner had properly asserted & prima facie case of 
obviousness, Appellants have provided ample evidence of unexpected, surprising results to rebut 
any such assumption. See application as filed, pages 23-26, and the 37 C.RR. §1*1.32 affidavits 
of David Ashley and Robert Kleiman previously submitted on 1 1/15/2007, attached as Exhibits 
5-6. 

Next, the Examiner proposes that "[o]ne of ordinary skill in the art at the time the invention was 
made would have been moti vated to employ the instant long chain fatty acid salt in combination 
with long chain alcohols because 1) the instant long chain fatty acid salts is a homolog of alkali 
metal oleate, and will possess similar anti-viral properties as that of the alkali metal oleate and 2) 
monounsaturated long chain alcohols are known to be useful to treat virus-induced and 
inflammatory disease of skin and membranes according to Katz et al (5,952,392) and Sintov et 
ai." and that there was a "reasonable expectation [sic] of success of obtaining a pharmaceutical 
composition for treating virus-induced and inflammatory disease of skin and membranes." 

Appellants respectfully submit that the Examiner's assertion is non sequitur in view of claim 91 , 
to the extent that salts of fatty acids of the present invention cannot properly be characterized as 
a "homolog of alkali metal oleate"; and moreover, the combination of salts with 
monounsaturated alcohols and mixed fatty acid esters is not taught in the references provided by 
the Examiner, nor does the Examiner provide reference to knowledge generally available in the 
art. Furthermore, the combination of the present invention for the purpose of treatment of viral 
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and inflammatory diseases is also not taught or suggested in the references provided by the 
Examiner, or in the knowledge generally available in the art. 

The Examiner proposes that: 

[o)ne of ordinary skill in the art would have reasonably expected that combining 
the instant fatty acid esters taught by Arquette et al with the monounsaturated 
fatty alcohols, and the salts of fatty acids [sic] in a pharmaceutical composition 
would improve the therapeutic effect for treating virus-induced and inflammatory 
disease of skin and membranes because 1) fatty acid esters are known to be used 
as an emollient [sic] in pharmaceutical composition comprising monounsaturated 
long chain alcohols, and 2) further according to Arquette emollients have 
beneficial effects such as softening, smoothening skin, reduce skin roughness, 
cracking and irritation of skin. Thus, one of ordinary skill in the art would have 
reasonably expected that the combination of the instant fatty acid esters taught by 
Arquette et al with the instant fatty alcohols, and the salts of oleic acid i.e., 
instant salts of fatty acids in a pharmaceutical composition would have at least 
additive therapeutic effects and also provide additional benefits such as softening, 
smoothening of skin." 

The combination of fatty acid esters of Arquette et al,, fatty alcohols and salts of oleic acid to 
provide therapeutic effects does not teach or suggest, taken alone or in combination with the 
other cited references, the present invention. Specifically, "a method for treating at least one of 
virus-induced and inflammatory diseases [...] comprising the step of providing a topical 
composition consisting essentially of: at least one of octadecenol, eicosenol, docosenol, 
tetracose.no 1 and hexacosenol in a concentration of from 0.1 to 25 percent by weight of an 
admixed physiologically active carrier; at least one salt of a jojoba-deri ved trans- free fatty acid 
according to the formula R l -COO'M + , wherein: R 1 comprises CH 3 (CH 2 )7CH=CHCH2(CH2)x; x 
is at least one of 8, 10, and 12; and M + is a monovalent alkali metal ion; and at least one mixed 
ester according to the formula R -COO-R , wherein: R comprises 

CH 3 (CH2)7CH=CHCH2(CH 2 )y ; y is at least one of 6, 8, 10 and 1 2; and R 3 is at least one of an 
alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms", as required by 
claim 91. 

Moreover, the suggested combination that the Examiner proposes does not appreciate the 
surprising, synergistic effects of the combination of the present invention . See Exhibits 5 and 6 
(discussing the 1 00-fold increase in antiviral activity of the present invention as compared to the 
antiviral activity of the alcohol alone). 
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Notwithstanding that these affidavits clearly state that "K100 refers to the combination of 
monounsaturated long chain alcohols, jojoba-derived fatty acid salts, and fatty acid esters 
(specifically, jojoba esters)", the Examiner states that "the declaration does not provide any 
information with respect to which unsaturated long chain alcohol, fatty acid salt, and ester are 
employed in the combination K100." 

In the Advisory Action, the Examiner responded, expressing concern that "there is no data 
provided for the individual fatty acid salts, and esters" and that the "declaration merely provides 
antiviral activity data for n-docosanol alone, and does not provide antiviral activity data for the 
individual fatty acid salts and esters. Accordingly, the data is not convincing with respect to the 
synergistic effects of the combination of the present invention/' 

However, the Examiner has not rebutted the various references made in the application as filed to 
the "composition of the present invention", which clearly refers to three components: alcohols, 
wax esters, and salts of fatty acids. See application as filed, page 13, lines 1-13, For example; 
page 1 1 7 lines 23-26 of the application clearly refer to the testing of "the composition of the 
present invention", Page 10, lines 3 and page 12, line 22 of the application as filed clearly 
indicate that components of "the present invention" include "unsaturated wax esters" and 
hydro lyzed wax esters and "monounsaturated long chain alcohols and salts of long chain fatty 
acids" Appellants respectfully submit that data relating to concentrations of K100 were 
provided in Exhibit 1 of Exhibits 5 and 6 ? which is derived from pages 26-27 of the application 
as filed. 

In summary, where the Examiner does not provide any teaching or reference for the claimed 
combination, nor an explanation as to how the unexpected, synergistic results of the claimed 
combination could be predictable, an obviousness rejection cannot be proper. Therefore, 
Appellants respectfully request that the rejections of claims 91-92 under §103 be withdrawn, 

Claims 93-102 

Appellants hereby incorporate and reiterate all arguments/remarks made under the previous 
section relating to the rejection of claims 91-92 under §103 in this section. 
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The Examiner asserts the following: 



"Katz et at. (5,952,392) does not explicitly teach the effective 
amount of the monounsaturated alcohol as from about (XI mg to 
about 2gm per 50 kg of body weight. 

Katz et ai (4,874,794) discloses that the effective amounts of long 
chain fatty alcohols broadly (e.g., C20-C26) with a physiologically 
compatible carrier in a pharmaceutical composition for topical 
application for methods of treating viral infections and skin 
inflammations are 0.1 to 25 percent by weight See abstract; col. 3, 
lines 63-8, claims 1-2. 

Katz et al (5,070,107) discloses that the effective amounts of long 
chain fatty alcohols broadly (e.g„ C27-C32) with a physiologically 
compatible carrier in a pharmaceutical composition for topical 
application and intramuscular intravenous injections for methods 
of treating viral infections and skin inflammations are 0.1 mg to 2 
g/per 50kg of body weight. See abstract, co.3 lines 63-68, claims 
1-2. 

One of ordinary skill in the art would have been motivated to 
optimize the effective amounts of instantly claimed long chain 
monounsaturated alcohols in the composition because Katz et aL 
'794, and '107 teaches effective amounts of structurally similar 
long chain fatty alcohols active agents for treating viral infections 
and skin inflammations as 0.1 mg to 2 g/per 50 kg of body weight. 
Further, it has been held that it is within the skill in the art to select 
optimal parameters, such as amounts of ingredients in a 
composition in order to achieve a beneficial effect. See In re 
Boesch, 205 USPQ 215 (CCPA 1980)." 



Appellants respectfully submit that optimization of the teachings of the Katz et aL ('392, '794, 
6 1 07) references would not result in the combination of Appellants* invention. As discussed at 
length above, the combination of the present invention could not have been deduced from the 
prior art, nor was the nature of the synergistic effect of the combination of the present invention 
known or appreciated in the prior art. See Exhibits 5 and 6. Specifically, data presented in 
Exhibits 5 and 6 show an at least 100- fold increase in antiviral effectiveness against the HSV-1 
strain (6343). Even //the components of the combination of the present invention were taught 
separately, the resulting combination could not have been characterized as merely an 
optimizati on of parameters to obtain a "beneficial effect 11 in accordance with In re Boesch, 
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Appellants respectfully request judicial notice he taken that the Examiner has been either 
unwilling or unable to provide any combination of references or knowledge generally available 
in the art to teach the claimed combination and/or provide support for the Examiner's assertion 
that the claimed combination merely optimizes parameters to obtain a " 'beneficial effect" in 
accordance with In re Boesch. 

Accordingly, the Examiner's proposition that an optimization of parameters of compositions 
taught in the prior art could account for the 100™fold increase in antiviral activity seen as a result 
of the combination of the present invention f ai 1 s on two counts: (1) the prior art does not teach 
the composition of the present invention (see discussion above), and (2) the resulting effect of 
the combination of the present invention is more than beneficial, rather it may be more aptly 
characterized as synergistic and surprising (i.e., substantially greater than the sum of the 
individual component parts). See Exhibit 7, 

As in the instant case, where the Examiner has not provided any teaching or reference for the 
claimed combination, nor any explanation as to how the unexpected, synergistic results of the 
claimed combination could be predicted, an obviousness rejection may not be properly applied. 
Therefore, Appellants respectfully request that the rejections of claims 93-102 under §103 be 
withdrawn. 
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CONCLUSION 

Appellants therefore respectfully request reversal of the final rejection and the allowance 
of the subject application. 



Respectfully submitted, 



Date: JULY 18. 2008 




Daniel J. Noblitt 
Reg. No. 35,969 



NOBLITT & GILMORE, LLC 
4800 North Scottsdale Road 
Suite 6000 

Scottsdale, Arizona 8525 1 

Telephone: (480) 994-9859 
Facsimile: (480) 994-9025 
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9L A method for treating at least one of vims-induced and inflammatory diseases, said method 
comprising the step of providing a topical composition consisting essentially of: 

at least one of octadecenol, eicosenol, docosenol, tetracosenol and hexacosenol in a 

concentration of from 0 J to 25 percent by weight of an admixed physiologically active 
carrier; 

at least one salt of a jojoba-derived trans-free fatty acid according to the formula R'-COOTVf'', 
wherein: R l comprises CH 3 (CH 2 )7CH=CHCH2(CH2)x; x is at least one of 8, 10, and 12; 
and M f is a monovalent alkali metal ion; and 

at least one mixed ester according to the formula R 2 -COO-R 3 , wherein: R 2 comprises 

CH 3 (CH 2 )7CH=CHCH2(CH2)y ; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms. 



92. The method of claim 91, wherein said composition comprises at least one of: about 1% 
octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight. 



93. A method for treating viral infections, said method comprising the step of intravenous 
delivery of a composition consisting essentially of: 
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an effective amount of from about 0.1 mg to about 2 gm per 50 kg of body weight of a 

compound comprising at least one Cig to C24 monounsaturated alcohol in a physiologically 
active carrier; 

at least one salt of a jojoba-derived trans-free fatty acid according to the formula R'-COOTvl* 
wherein: R 1 comprises CH 3 (CH 2 ) 7 CH=CHCH 2 (CH 2 ) X ; x is at least one of 8, 10, and 12; 
and M + is a monovalent alkali metal ion; and 

at least one mixed ester according to the formula R 2 -COO-R 3 , wherein; R 2 comprises 

CH3(CH2)7CH-CHCH 2 (CH 2 ) y ; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms. 



94. The method of claim 93, wherein said composition comprises at least one of: about 1% 
octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight. 



95. A method for treating viral infections, said method comprising the step of intramuscular 
delivery of a composition consisting essentially of: 

an effective amount of from about 0.1 mg to about 2 gm per 50 kg of body weight of a 

compound comprising at least one Cig to C24 monounsaturated alcohol in a physiologically 
active carrier; 
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at least one salt of a jojoba-derived trans- free fatty acid according to the formula R l -COO'M'\ 
wherein: R 1 comprises CH 3 (CH 2 )7CH=CHCH2(CH 2 ) X ; x is at least one of 8, 10, and 12; 
and M + is a monovalent alkali metal ion; and 

at least one mixed ester according to the formula R 2 -COOR\ wherein: R 2 comprises 

CH3(CH 2 )7CH=CHCH2(CH 2 )y; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms. 



96. The method of claim 95, wherein said composition comprises at least one of: about 1% 
octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight. 



97. A method for treating viral infections, said method comprising the step of trans-mucousai 
delivery of a composition consisting essentially of: 

an effective amount of from about 0.1 mg to about 2 gm per 50 kg of body weight of a 

compound comprising at least one C\% to C 2 4 monounsaturated alcohol in a physiologically 
active c airier; 

at least one salt of a jojoba-derived trans-free fatty acid according to the formula R l -COO~M'\ 
wherein: R l comprises CH 3 (CH 2 )7CH=CHCH 2 (CH 2 ) X ; x is at least one of 8, 10, and 12; 
and M f is a monovalent alkali metal ion; and 
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at least one mixed ester according to the formula R 2 -COO-R\ wherein: R 2 comprises 



CH 3 (CH2)7CH=CHCH2(CH 2 )y; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 



an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms. 



98. The method of claim 97, wherein said composition, comprises at least one of: about 1% 
ocladeeenol; about 44% eicosenoi; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight, 



99. A method for treating viral infections, said method comprising the step of transdermal 
delivery of a composition consisting essentially of: 

an effective amount of from about 0.1 ing to about 2 gm per 50 kg of body weight of a 

compound comprising at least one Cig to C24 monounsaturated alcohol in a physiologically 
active carrier; 

at least one salt of a jojoba-derived trans-free fatty acid according to the formula R^COOTVt" 1 ", 
wherein: R 1 comprises CH^CHs^CH-CHC^CHi)*; x is at least one of 8, 10, and 12; 
and M + is a monovalent alkali metal ion; and 

at least one mixed ester according to the formula R 2 -COO-R 3 5 wherein: R 2 comprises 

CH 3 (CH2)7CH=CHCH 2 (CH2)y; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon atoms. 
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1 00. The method of claim 99, wherei n said composition comprises at least one of: about 1% 
octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight, 



101 . A method for treating viral infections, said method comprising the step of trans- 
membranal delivery of a composition consisting essentially of: 

an effective amount of from about 0.1 mg to about 2 gm per 50 kg of body weight of a 

compound comprising at least one monounsaturated alcohol having between 1 8 and 24 
carbons in at least one of a physiologically acceptable liquid, cream, gel and suppository 
carrier into at l east one of an anus and vagina of an animal to be treated; 

at least one salt of a jojoba-derived trans-free fatty acid according to the formula R^COCTM 4 , 
wherein: R 1 comprises CH 3 (CH2)7CH=CHCH 2 (CH2)x; x is at least one of 8, 10, and 12; 
and M + is a monovalent alkali metal ion; and 

at least one mixed ester according to the formula R -COO-R , wherein: R comprises 

CH 3 (CH2)7CH=CHCH 2 (CH2)y; y is at least one of 6, 8, 10 and 12; and R 3 is at least one of 
an alkyl group and an aliphatic group comprising between 1 to 12 carbon, atoms. 



102. The method of claim 1 01 3 wherein said composition comprises at least one of: about 1 % 
octadecenol; about 44% eicosenol; about 45% docosenol; and about 9% tetracosenol by 
total alcohol weight. 
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APPENDIX B (EVIDENCE APPENDIX) 



(1) Appellants 7 37 C.F.R. §1.132 affidavit of Robert Kleiman, submitted 04/26/2006, entered 
in the record by the Examiner in the Non-Final Office Action dated 05/1 1 /2007, and 
attached hereto as Exhibit 1 , 



(2) Appellants* 37 CF.R. §1.132 affidavit of David Ashley, submitted 04/26/2006, entered 
in the record by the Examiner in the Non-Final Office Action dated 05/1 1/2007, and 
attached hereto as Exhibit 2. 



(3) Appellants' 37 C.F.R. §1 .132 affidavit of Robert Kleiman, submitted 1 1/15/2007, entered 
into the record by the Examiner in the Final Office Action dated 01/25/2008, and 
attached hereto as Exhibit 3. 



(4) Appellants 7 37 C.RR. §1,132 affidavit of David Ashley, submitted 1 1/15/2007, entered 
into the record by the Examiner in the Final Office Action dated 01/25/2008, and 
attached hereto as Exhibit 4. 



(5) Appellants' 37 C.F.R. §1.132 affidavit of Robert Kleiman, submitted 1 1/1 5/2007, entered 
into the record by the Examiner in the Final Office Action dated 01/25/2008, and 
attached hereto as Exhibit 5. 



(6) Appellants 7 37 C.F.R, §1 .132 affidavit of David Ashley, submitted 1 1/15/2007, entered 
into the record by the Examiner in the Final Office Action dated 01/25/2008, and 
attached hereto avS Exhibit 6. 



(7) Appellants 7 37 C.F.R, §1.132 affidavit of David Ashley, submitted 03/25/2008, entered 
into the record by the Examiner in the Advisory Action dated 04/30/2008, and attached 
hereto as Exhibit 7. 
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APPENDIX C (RELATED PROCEEDINGS APPENDIX) 



None 
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W WE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicants): Kieiman e/ a/. Ally Docket No.: FLORA, 1 100 

Serial No.: 09/899,432 Group Art Unit: 1617 

Hied: 07/06/2001 Examiner: Shobha Kantamrieiii 

TITLE; ANTIVIRAL COMPOSITION Aft!) TREATMENT METHOD 



CERTIFICATE OF MAILING 

/ htfvhy certify that lha eorrvspundeiitv is being deposited with the United States Postal Sarvla* with sufficient pctfngs as First 
Chun rtiwt in Qtt envelope addressed to "Mail Stop: Amendment Cammisstomr for Parents, P.O. Box 1450, Alexandria, VA 223 
1450" on. 

Date: Fly: 



Printed Name: 



AFFIDAVIT 
PURSUANT TO 37 C£JL §L132 



Assistant Commissioner of Patent* 
Alexandria, VA 22313-1450 



Dear Assistant Commissioner: 
STATE OF ARIZONA ) 
COUNTY OF MARICOPA ) 

I, Robert Kidman, being duly sworn, depose and say as Follows: 



FLORA. UOO 



T have been employed by International Flora Technologies, Inc., since 1995 where I serve as Technical 
Services Manager, I have over 40 years of ins search experience involving industrial oils and cosmetic 
formulations. Previously, I was employed at the National Center for Agricultural Utilization Research, 
where I served as Research Leader for the New Crops Group. During my tenure at NCAUR, I investigated 
the chemistry of new industrial oil seed crops, This research directly resulted in over ] 50 publications and 
patents. 1 have been invited to give presentations regarding this work both domestically and internationally. 

hi IW3, 1 was awarded the Outstanding Researcher Award by the Association for the Advancement of 
Industrial Crops (AA1C). In 2002, 1 received the AAlC's highest award - Anson Bills Thompson Career 
Service Award. I am a member of the American Oil Chemists 1 Society and the Association for the 
Advancement of Industrial Crops. 

1 have undertaken an extensive review of United Slates Patent Application Serial No. 09/899,431 The 
invention referenced therein is directed to methods for treating virus- induced and inflammatory diseases 
utilising topical compositions that include monoun saturated long chain alcohols in combination with long 
chain fatty acid salts and fatty acid esters. This combination accounts for a dramatic increase in antiviral 
activity, as shown in Tables 2 and 3 of the application as filed. Specifically, Tables 2 and 3 show the 
relative plaque growth 48 hours after the introduction of this combination (in various concentrations) into 
wells containing a. standard HS\M control (strain 6 1 43) (see fable 2) and the acyclovir resistant H$V-| 
(strain 15611) (see Table 3). What is surprising is thai this combination was effective against the treatment 
resistant strain, and that it required tower tCw concentrations than the non-resistant strain. Moreover, the 
combination demonstrated no cytotoxicity up to, and including, concentrations of 250 nrg/ml, the highest 
concentration tested. 

Further, the cellular proliferation of cells exposed to the Herpes Simplex Type 1 Virus treated with the 
present invention showed up to a 23#% increase over untreated (or control) cells in a microculture 
tetrazolium assay* as shown in Table I of the application as filed. Thus, the combination of 
moiwu saturated long chain alcohols with long chain fatty acid salts and fatty acid estera creates 
unexpected cytolONitity profiles. 

The cytotoxicity profiles of long chain alcohols, salts of fatty acids, and mixed fatty acid esters alone is 
different from that of the combination. While it \$ known that long chain alcohols and fatty acid esters 
aiouc may increase antiviral activity, what is not known and could not have been predicted is the 
combination of long chain alcohols, salts of fatty acids and mixed esters would dramatically increase 
antiviral activity. Upon reviewing United States Patent Application Serial No. 09/899,432, based on the 
totality of my skiff and experience, 1 am surprised and would not have expected the significant increase in 



n oka \m 



antiviral activity of the combination cftong chain alcohols, salts of fatty acids and mixed esters as disclosed 
in United Stales Patent Application Serial No. 09/899,432, 

I hereby declare that all statements made herein of my own knowledge are true and that all statements made 
on information and belief are believed to be true. 1 further declare that these Statements are made with the 
knowledge that willful false statements and ihe like so made are punishable by fine or imprisonment* or 
both, under Section 1001 of Title IS of the United Slates Code and that such willful and false statements 
may jeopardize the validity of the subject patent application or any patent issued thereon. 

I further declare that 1 have received no special compensation or consideration for making this affidavit, nor 
have I been in any way told, either directly or by ins plication or inference* by anyone that ray employment 
by International Flora 'J ethnologies, Inc., or my professional advancement or other matters of personal or 
professional interest to me depend in any way on whether or not 1 make this affidavit or the content thereof. 
I further declare that I make this affidavit of my own free will and choice without any duress or influence of 
any kind, believing fully in the truth of the statements made by myself herein, 

Robert Kleiman 




I (^Ato- Mi^ gjS , a Notary Public in and for the County and Stat* aforesaid;, do hereby 

certify that Ro bert Kk-tman , whose name is subscribed to the foregoing instrument, appeared before ma 
this day in person and acknowledge that he signed* sealed and delivered the said instrument as his free 
and voluntary act and deed for the use, 6 ; and purposes therein set forth. 

Given under my hand und Notary Seat this jjj^ day of 0- p{ • L 2007. 



My commission expires on AJqV •Oft, ^flQ 



SEAL 




OFFICIAL SEAL 
CAROL HYMES 

NTOiY PUBLIC * « Of AjtoB 

My CiSmm. Hot. 29, 2007 
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FUORA.lMO 



ffl Tm UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant^): Kldmart et al. 

Serial No.: 09/399,432 
Filed: 07/06/2001 
TITLE: ANTIVIRAL COMPOSITION 



Atty Docket No,; FLOKA. 1 1 00 

Group Aft Unit: 1617 
Rxami net: Shobha KanfamiHSFM 

TREATMENT METHOD 



AND 



CERTIFICATE OF MAILING 

1 hemhy certify lhat this cOrresp&nd^tice is hzing deposited wfth th& United States P filial Service with sufficient postage 
as Firsi Class /nasi in tin tnvsi&pe ackirtsxed to "MaH Stop: Amendment, C&mmisslmer.jhr Patents, P.O. Esjv J 4)0 r 
Afamirfa VA 223 1 .?- J 450 " on: 

By: 

Printed Name; 



AFFIDAVIT 
PURSUANT TO 37 C.RR. §JJ32 



Assistant Commissioner of PaknLs 
Alexandria, VA 22313-1450 

I Dear Assistant Commissioner; 

i 

! STATE OF ARIZONA ) 

! 

. COLFNTY OR MARICOPA ) 

I 

i 

I 1, David Ashley, being duly sworn, depose md say as follows: 



Date: 



FLORA, ttfl) 



I received a Bachelors of Science in Chemistry from Arizona State University in May of 1987, I 
have been employed by Intfcmattofiat Flora Technologies, Inc., (Technical Department) since 2D03 
where t serve as a chemist. Previously , I was employed at S&fety^Kleen Systems, Inc., wtwe I 
served as Compliance Manager from 2002-2003. 1 have also worked in various technical and 
managerial capacities at Onyx Environmental Services (Salesco Systems USA, lna)j ADFbx 
Solutions lnc>, and Rev! on Consumer Products Corporation. E have over fourteen years of 
experience in analytical chemistry, environmental, health, and safety management 1 am a Certified 
Hazardous Material Manager, and a. member of the American Chemical Society, 

X have undertiiken an extensive review of United States; Patent Application Serial No. 09/899,432, 
Tho invention r^fcrenc^d therein is directed to methods fbF treating vims -induced and inflammatory 
diseases utilising topical compositions thai include moiMuflsatu rated long chain alcohols In 
combination with long chain fatty arid salts and fatty acid esters. This combination results in a 
dramatic inorease in antiviral activity, as shown in Tables 2 and 3 of the application as filed. 
Specifically, Tabtes 2 and 3 show the relative plaque growth 48 hours after the introduction of this 
combination (in various concentrations) into welis containing & standard HSV-1 control (strain 
6143) (see Table 2) and the acyclovir resistant UB V- 1 (strain 1 567 1 > (see Tabic 3). What is 
surprising is that this combination was effective against the treatment resistant &train> and that it 
required lower 3Cso concentrations than the non-resistsnl strain. Moreover, the combination 
demonstrated no cytotoxicity up to, and including, conecntratwns of 250 mgftru\ the highest 
concentration tested, 

Further, the cellular proliferation of cells exposed to the Herpes Simplex Type t Vims treated with 
the present Invention showed up to a 238% increase over untreated (or control) cells in a 
microcultuf e tetf azoliuni ftssay, as shown in Table 1 of the application as filed. Thus, the 
combination of monOunsaturated long chain alcohols with long chain fatty acid salts and fatty acid 
esters creates unexpected cytotoxicity profiles, 

The cytotoxicity profiles of long chain alcohols, Baits of fatty acids, and mixed fatty acid esters 
alone is different from that of the combination. While it is known that long chain alcohols amd fatty 
acid esters alone may intireasa antiviral activity, what is not known and could fwtf havt been 
predicted is the combination of long chain alcohols, salts of fatty acids and mixed esters would 
dramatically increase antiviral ftctivify. Upon ie viewing United States Patent Application Serial No. 
09/^99,432, based on the totality of my skill and expyrien^ I am surprised and would not have 
expected the significant increase in antiviral activity of tho combination of long chain alcohols, salts 
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of tatty acids and miitf^d esters tis disclosed in United States Patent Application tSsrial No. 

1 hereby declare that all statements made herein of my own knowledge are true and that all 
•statements made on information and bdief are believed to be true, i further declare thai tnsse 
statements am made with the knowtetigu that willful fabe statements und the like so made art 
ptinishahk by fine tir imprisonment, or both, under Section JQOI of Title 18 of the United States 
Code and that such willful and falsa statements may jeorsirdi/jcj thy validity of die sublet patent 
application or any patent issued thereon. 

1 further declare that I have received tio $pm\vt compensation or consideration for making this 
affidavit, nor have \ been in any way told, either directly or by implication or inference, by anyone 
that my employment by International Flora Technnlogie*. Inc., or my professional advancement or 
other matters of personal or professional interest to me depend in any way on whether or not 1 make 
this affidavit or th& content thereof, I further declare that 1 make this affidavit of my own free will 
and choice without any duress or influence of any kind, believing fully in the truth of the statements 
made by myself hereia. 



David Ashley 



i, (La fffik . JA vfr njr^ , a Notary Public in and for the C\x)nty find Ktate aforesaid, do 

hereby certify that David A shley, whose name is subscribed to the foregoing instrument, 
appeared before me this day in person and acknowledge that he signed, sealed and delivered ths 
ssid instrument as hh lh;e aud voluntary at I and deed for (he us^s tmd purposes therein set forth. 

Given tmdsr my hand and Notary Real ihia H^ tiay o\ Clp i t j j 2006. 



My coijuuissiua expires on Kl(W- £00^ 



SEAT, 




OPFiCMAL BEAU 

CAROL, HYNES 
NOTARY R^UO-S^ef mm 

tey&m®. Esqjirea Ifc* £9,200? 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicant^): Kidman et al Atty Docket No,: FLORA. 1 100 

SerialNo.: 09/899,432 Group Art Unit: 1617 

Filed: 07/06/2001 Examiner: ■ ShobhaKantamneni 

TITLE: ANTIVIRAL COMPOSITION AND TREATMENT METHOD 

CERTIFICATE OF MAILING 

/ hereby certify tiwi this correspondence is being deposited with the United States Postal Service with sufficient postage as First 
Class mail in an envelope addressed to "Mail Stop: Amendment, Commissioner for Paw fits, EO. Bo* 1450 Alexandria VA 221 13* 
1450" tin: 1 

Date; , By: 

Printed Name: 



AFFIDAVIT 
PURSUANT TO 37 C.F.R. §L132 



Assistant Commissioner of Patents 
Alexandria, VA 22313-1450 

Dear Assistant Commissioner: 
STATE OF ARTZONA ) 
COUNTY OF MAKICOPA ) 

I, Robert Kleiman, being duly sworn, depose and say as follows: 



FLORA. 1100 



I have been employed by International Flora Technologies, Inc., since 1995 where I serve as Senior 
Chemist 1 have over 40 years of research experience involving industrial oils and cosmetic formulations. 
Previously, I was employed at the National Center for Agricultural Utilisation Research ( u NCAUR n ), 
where I served as Research Leader for the New Crops Group. During my tenure at NC A UR, I investigated 
the chemistry of new industrial oil seed crops. Tins research directly resulted in over 1 50 publications and 
patents, i have been invited to give presentations regarding this work both domestically and internationally, 

In 1993, 1 was awarded the Outstanding Researcher Award by the Association for the Advancement of 
Industrial Crops (AAIC), in 2002, 1 received the AAICs highest award - Anson Ellis Thompson Career 
Service Award. 1 am a member of the American Oil Chemists* Socieiy and the Association for the 
Advancement of Industrial Crops, 

1 have undertaken an extensive review of United States Patent Application Serial No. 09/899,432. The 
invention referenced therein is directed to methods for treating virus-induced and inflammatory diseases 
utilizing compositions that include monounsaturated long chain alcohols in combination with long chain 
fatly acid salts and fatty acid esters. This combination accounts for a dramatic increase in antiviral activity 
including against the Herpes Simplex Virus (HSV-I) strain (6143), as discussed on pages 26-27 of the 
application as filed* 

Exhibit 1 displays the results of a standard plaque reduction assay to determine the antiviral activity of rt- 
docosanol (A) and K 100(B). K100 is refers to the combination of mono unsaturated long chain alcohols, 
jojoba-derived tatty acid salts, and fatty acid esters (specifically, jojoba esters), and is taught in Application 
Serial No. 09/899,432. 

Screening for antiviral material was performed through a standard plaque reduction assay, A plaque 
represents a clearing of celts in the culture monolayer due to the viral infection and subsequent death of the 
cells, Vero cells (epithelial-Jike cells originally derived from the kidney of the normal African green 
monkey) were cultured in Eagles Minimal Essentials Medium supplemented with 10% heat inactivated 
Peial Bovine Serum, 100 units/ml penicillin, 2,5 jig/ml Amphotericin B s and 1 0 pg/ml Gentamicin, at 36- 
38°C in a humidified chamber atmosphere of 5-7% C0 2 , 24 hours prior to infection, noncytotoxic 
concentrations of either n-docosanol, or K100 were added to the cultures. Some cultures were not treated 
with either n-docosanol orKlOO so as to include controls. The virus VML-6I43 strain of Type-1 Herpes 
Simplex virus (HSV-1), sensitive to all known anti-HSV drugs, was used to infect Vero cells. 48 hours 
after infection with HSV-1 (0M3 strain), cultures were washed, fixed and stained. Plaques were counted, 
and data is presented as averages of duplicate cultures in Tables A (ivdocosanol) and B (combination of 
monounsaturated long chain alcohols, long chain fatty acid salts and fatty acid esters) of Exhibit L 
A logarithmic regression to find the 50% kill concentration was performed on the results of the combination 
of the present invention and on the results of n-docosanol alone. When comparing the kill concentrations of 
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the combination of the present invention and n-doeosanol alone, it is shown that the combination of the 



I hereby declare thai all statements made herein of my own knowledge are true and that oil statements made 
on information arid belief are believed to be true. I further declare that these statements are made with the 
knowledge that willful false statements and the like so made arc punishable by fine or imprisonment, or 
both, under Section 1 001 of Title 1 8 of the United States Code and lhat such willful and false statements 
may jeopardize the validity of the subject patent application or any patent issued thereon. 

I further declare that i have received no special compensation or consideration for making this affidavit, nor 
have I been in any way told, either directly or by implication or inference, by anyone that my employment 
by International Flora Technologies, Inc., or my professional advancement or other matters of personal or 
professional interest to me depend in any way on whether or not I make this affidavit or the content (hereof. 
I further declare that I make this affidavit of my own free will and choice without any duress or influence of 
any kind^ believing fully in the truth of the statements made by myself herein. 



rvs6 t a Notary Public in and for the County and State aforesaid, do hereby 

certify that Robert Kleiman . whose name is subscribed to the foregoing instrument, appeared before me 
this day in person and acknowledge that he signed, sealed and delivered the said instrument as his free 
and voluntary act and deed for the uses and purposes therein set forth. 



present invention is approximately 100 times more effective than n-docosanol alone in killing the MSV-1 
Strain 6143. 




Robert Kleiman 




Given under my hand and Notary Seal this T - day of 




2007. 



My commission expires on 



SEAL 
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Exhibit 4 
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J3V THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Appltcant(s): Kfeiman $t aL Atty Docket No.: FLORA. 1 1 00 

Serial Nt> + : 09/899,432 Croup Art Unit: 1617 

Filed: 07/06/2001 Examiner: ShobhaKantamneni 

TITLE: ANTIVIRAL COMPOSITION AND TREATMENT METHOD 



CERTIFICATE OF MAILING 

/ hereby certify (km this correspondence is being deposited with the United Postal Service with sufficient postage 
cs First Class maii in an envelope addressed to " Commissioner for patents, P.O. Box i4$0, Alexandria, VA 2 23} 3- 
1450" on: 

Date: a y ; ™_„ ta _______™ 



Printed Name: 



AFFIDAVIT 
PURSUANT TO 37 C.FJR. §1.132 



Assistant Commissioner of Patents 
Alexandria, VA 22313-1450 



Dear Assistant Commissioner; 
STATE OF ARJZONA } 
COUNTY OF MARICOPA ) 



1, David Ashley, being duly sworn, depose and say as follows: 



I 



FLORA. 1 100 

I received a Bachelors of Science in Chemistry from Arizona State University in May of 1987. \ 
have been employed by Internationa! Flora Technologies, Inc., (Technical Department) since 2Q03 
where I serve as a chemist, Previously, I was employed at Safety-Ktccn Systems, Inc., where I 
served as Compliance Manager from 2002-2003. 1 have also worked in various technical and 
managerial capacities at Onyx Environmental Services (Saleseo Systems USA, Inc.), ADFlex 
Solutions inc., and Revlon Consumer Products Corporation- I have over fourteen years of 
experience in analytical chemistry, environmental, health, and safety management, 1 am a Certified 
Hazardous Material Manager, and a member of the American Chemical Society. 

I have undertaken an extensive review of United States Patent Application Serial No. 09/$99 r 432. 
The invention referenced therein is directed lo methods for treating virus-induced and inflammatory 
diseases utilizing compositions that include monounsaturated long chain alcohols in combination 
with long chain fatty acid salts and fatty acid esters. This combination accounts for a dramatic 
increase in antiviral activity including against the Herpes Simplex Virus (HS\M) strain (6143), as 
diseus&ed on pages 26-27 of the application as fifed. 

Exhibit 1 displays the results of a standard plaque reduction assay to determine the antiviral activity 
Of n-docosanol (A) and ftlOQ (33). KJQO ia refers to the combination of monounsaturated long 
chain alcohols, jojoba-derived fatty acid salts, and fatty acid esters {specifically Jojoba esters), and 
is taught in Application Serial No, 09/899,432. 

Screening for antiviral material was performed through a standard plaque reduction assay. A 
plaque represents a clearing of cells in the culture monolayer due to the viral infection and 
subsequent death of the cells, Vero cells (epilhellaMike cells originally derived from the kidney of 
the normal African green monkey) were cultured in Eagles Minimal Essentials Medium 
supplemented with 10% heal inactivated Fetal Bovine Serum, 100 units/ml penicillin, 2.5 [ig/ml 
Amphotericin B, and 10 fig/ml Gentamicin, at 36*38 fr C in a humidified chamber atmosphere of 5- 
7% CG2, 24 hours prior to infection, noncy totoxic concentrations of either n^doeosanol, or K 1 00 
were added to the cultures. Some cultures were not treated with either n-docosanol or K 100 so as 
to include controls. The virus VML-6143 strain of Type- 1 Herpes Simplex virus (HSV-1), sensitive 
to all known anti-HSV drugs, was used to infect Vero ceils, 4fi hours after infection with HSV-I 
(6143 strain), cultures were washed, fixed and stained. Plaques were counted, and data is presented 
as averages of duplicate cultures in Tables A (n-docosanol) and B (combination of 
monounsaturated long chain alcohols, long chain fatty acid salts and fatty acid esters) of Exhibit I . 
A logarithmic regression to find the 50% kill concentration was performed on the results of the 
combination of the present invention and on the results of n-docosanol alone. When comparing the 
kill concentrations of the combination of the present invention and n-docosanol alone, it is shown 
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that the combination of the present invention is approximately 100 times more effective than rv 
docosanol alone in killing the HSV-1 Strain 6143, 

I hereby declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true. I further declare that these 
statements are made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section I0O1 of Title 18 of the United States 
Code and that such willful and false statements may jeopardize the validity of the subject patent 
application or any patent issued thereon. 

I further declare that I have received no special compensation or consideration for making this 
affidavit, nor have 1 been in any way told, either directly or by implication or inference, by anyone 
that my employment by International Flora Technologies, Inc., or my professional advancement or 
other matters of personal or professional interest lo me depend in any way on whether or not I make 
this affidavit or the content thereof. T further declare that 1 make this affidavit of my own free will 
and choice without any duress or influence of any kind, believing fully in th<; truth of the statements 



1, Lsf\{LQ L r^M^&S , a Notary Public in and for the County and State aforesaid, do 
hereby certify that David Ashlev. whose name is subscribed to the foregoing instrument, 
appeared before me this day in person and acknowledge that he signed, sealed and delivered ihc 
said instrument as his free and voluntary act and deed for the uses and purposes therein set forth. 





David Ashley 





SEAL 
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IN THE UNITED ST A TES PA TENT AND TRADEMARK OFFICE 



Applicants): Kleiman et al 

Serial No.; 09/899,432 
Filed: 07/06/2001 
TITLE: ANTIVIRAL COMPOSITION 



Atty Docket No, : FLORA. 1 100 

Group Art Unit; 1617 
Examiner; Shobha Kanlamncm 

TREATMENT METHOD 



AND 



CERTIFICATE OF MAILING 

I hereby certify thai this correspondence, is being deposited with the. United States Postal Service with sufficient postage as First 
Class mail in an envelope addressed to "Mad Stop.- Amendment, Commtexiontif for Patent $ t P.O. Box 1450, Alexandria, VA 22313- 
1450" on; 

Date: By: .. 

Printed Name: 



AFFIDAVIT 
PURSUANT TO 37 C.F.R. §1.132 



Assistant Commissioner of Patents 
Alexandria, VA 22313-1450 

Dear Assistant Commissioner: 
STATE OF ARIZONA ) 
COUNTY OF MARICOPA ) 

I, Robert Kleiman, being duly sworn, depose and say as follows: 
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I have been employed by International Flora Technologies, lnc, s since 1995 where I serve as Senior 
Chemist. I have over 40 years of research experience involving industrial oils and cosmetic formulations. 
Previously, I was employed at the National Center for Agricultural Utilization Research ( t< NCAUR , *) 1 
where I served as Research Leader for the New Crops Group. During my tenure at NCAUR, 1 investigated 
the chemistry of new industrial oil seed crops. This research directly resu lted in over 150 publications and 
patents. I have been invited to give presentations regarding this work both domestically and internationally. 

In 1 993, 1 was awarded the Outstanding Researcher Award by the Association for the Advancement of 
Industrial Crops (AAIC). In 2002. 1 received the AAlC's highest award - Anson Ellis Thompson Career 
Service Award, I am a member of the American Oil Chemists' Society and the Association for the 
Advancement of Industrial Crops. 

I have undertaken an extensive review of United States Patent Application Serial No. 09/899,432. The 
invention referenced therein is directed to methods for treating virus-induced and inflammatory diseases 
utilizing compositions that include raonounsaturated long chain alcohols in combination with long chain 
fatty acid salts and fatty acid esters. Specifically, the salts of fatty acids include salts of jojoba-derived fatty 
acid material. 

It is known that the fatty acids of jojoba are made of essentially all cis-isomers. See excerpt from "Jojoba: 
New Crops for Arid Lands, New Raw Material for Industry" Report of an Ad Hoc Panel of the Advisory 
Committee on Technology Innovation Board on Science and Technology for International Development 
Office of International Affairs National Research Council (1 985), attached as Exhibit L This is evidenced 
by, for example, the fact that no trans-isomers are present prior to isomerization of jojoba oil See Jaime 
Wisnialt, THE CHEMISTRY AND TECHNOLOGY OF JOJOBA OIL, p. 87 (1987), attached as Exhibit 2. In other 
words, jojoba oil that has not undergone the process of isomerization is considered "trans-free". 

Additionally, when fatty alcohols and fatty acids derived from jojoba oil arc analyzed using infrared 
spectrophotometry, an absence of absorption al 1036 microns indicates that all ethylenic bonds [of fatty 
alcohols and fatty acids derived from jojoba oil] arc els in geometric configuration. See Wisniak, at p. 43, 
attached as Exhibit 3. Therefore, fatty acids and fatty alcohols derived from jojoba oil are considered 
"trans-free", 

I hereby declare that all statements made herein of my own knowledge are true and that all statements made 
on information and belief are believed to be true. I further declare that these statements are made with the 
knowledge that willful false statements and the like so made are punishable by fine or imprisonment, or 
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both, under Section 1001 of Title 18 of the United States Code and that ssuch willful and false statements 
may jeopardize the validity of the subject patent application or any patent issued thereon. 

I further declare that 1 have received no special compensation or consideration for making this affidavit, nor 
have I been in any way told, either directly or by implication or inference, by anyone that my employment 
by International flora Technologies, Inc., or my professional advancement or other matters of personal or 
professional interest to me depend in any way on whether or not I make this affidavit or the content thereof. 
I further declare that I make this affidavit of my own free will and choice without any duress or influence of 
any kind, believing fully in the truth of the statements made by myself herein. 

/ 
V 





Robert Kidman 



1 ? C/fifcp^ h\i|n£S , a Notary Public in and for the County and State aforesaid, do hereby 

certify that Robert Kleimam whose name is subscribed to the foregoing instrument, appeared before me 
this day in person and acknowledge that he signed, sealed and delivered the said instrument as his free 
and voluntary act and deed for the uses and purposes therein set forth. 

Given under my hand and Notary Seal this T^ day of _fvW__ 2007, 



My commission expires on *f . <3^>Q ^ 



SEAL 




OFFICIAL SEAL 
CAROL HYMES 

NOTARY PUBLIC - to of Arfzofv.- 

My Comm. Espies Nov. 29, 2C30" 



EXHIBIT 1 
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CAftSQN ATOMS 

Jojoba oil esters are piade up of fatly alcohols and fatty acids that are predq-imnwilly 
20 or 22 carbon atoms long. Compared with tiiosi vegetable uils, the carbon chain 
lengths am remarkably uniform. (Information from T.K, MJwa) 

alcohols are a mixture of eicosanol and docosanol, with smaller 
quantities of hexacosartol and alcohols of lower molecular weight. 

The acids and alcohols that make up jojoba oil each have a single 
double bond. Moreover, all double bonds arc in the ok, position (i.e., 
between carbon 9 and carbon 10, counting from Che methyl end). This 
Is a remarkable molecular purity, and the. double bond position is 
different from that usually found in vegetable oils. 

The nature of the oil can be grossly changed by reactions at the 
double bonds and ester functions, and many new products win result. 
One research laboratory in Israel, for example, has produced more 
than 40 different jojoba-based chemicals that appear to have commercial 
industrial applications,* 

As in other natural oils, the double bonds in fresh jojoba oil are al! 
in the cis configuration. However, they can be easily Jsomerized 
{twisted around in space), using as catalysts traces of selenium, nitrogen 
oxides, or active earth. This produces an equilibrium mixture with 20 
percent cis and 80 percent trans double bonds. This simple process 
dramatically transforms the liquid into a soft, opaque cream resembling 
face cream. It can be stopped at various intermediate degrees of 



* IrtforojiMion from A, Shani and J. Wisniak. 



lIOiJOBA 

New Crop for Arid Lands, 
New Raw Material for Industry 



Report of an Ad Hoc Panel of the 
Advisory Committee- on Technology Innovation 
Board on Science and Technology 
for International Development 
Office of International Affairs 
National Research Council 



NATIONAL ACADEMY PRESS 
Washington, D.C.1985 



EXHIBIT 2 



THE CHEMISTRY 
AND TECHNOLOGY OF 

JOJOBA OIL 



4TAIMEWIBMAK 



American Oil Chemists' Society 
Champaign. Illinois 
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percent nitrous aeid. A 70% yield of trans Corner was obtained 
with no migration of th^ double bond, Their results indicated that 
th# botnerization its induced initially by the nitrogen dioxido anion 
and followed immediately by-complex. formation between the excit- 
ed triplet anion and the otafin. Crystallization of the final product 
yielded a solid that contained 96-ft?tt of the trans form {hraasidic 
acid) and melted at 58-69 C. The ci$ and trans double bonds in 
eracic and brassidic acids were identified by NMJl. &nd absence of 
double bond migration was verified by reductive microozonolysis* 
GLC analysis. Chang and Miwa atao explained the known fact 
that grucic acid has a High thermal stability against geometrical 
igomeraation, on the basis of the reluctance of the excited ainglfii 
states to croaa over to the triplet states* The extremely short-lived 
fexdted singlets need sensitization by stable triplets or by readily 
^citable Fre£ radicals like NGa and NO*. 

Wisnialt (17) and Wisniak and Aifand&ry (IS) were the first to 
report on the geometrical isome-rizatitm of jojoba oil with selenium 
and NO* catalysts under a wide range oF conditions, Isomerizatiou 
runs with selenium were conducted in a resin flask provided with 
heating and agitation. Overall time of react ion varied between 45 
and 150 min, with 0.094-0,4% selenium, and temperatures 180-210 C. 
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EXHIBIT 3 



Jojoba Oil 



43 



ester, 10%; and for the fatty acids and alcohols— octadecenoic acid, 
6%; eicosenoic acid, 35%; docosenoic acid, 7%; eicosenoi, 22%; doco- 
send, 21%; and tetracosenol, 4%* On the basis of these results, 
Miwa (53) concluded that the liquid esters were not biosynthetized 
by random esterification of the fatty acids and alcohols. The GLC 
technique developed by Miwa has been improved by Duncan et al. 
(81) to decrease the time required by the HCMiydrolysis step, They 
found that the wax is hydrolyzed faster by refluxing it in 5% HC1 
in anhydrous ethanoL 

A more refined analysis using GLC coupled with high-pressure 
liquid chromatography, mass spectrometry and ozonolysis was 

TABLE 1^2® 

Composition and Structure of Fatty Alcohols and Fatty Acids 
Derived from Jojoba Oil (Analysis by GLC* Ossonoly&is-GC 
and GC MS» 



Alcohols 


(%) 


Acids 


i .<%) 


Tetradecanol 


trace b 


Dodecanoic 


trace 


Hexadecanol 


0.1 


Tetradecanoic 


• trace 


Heptadec-8-enol 


trace 


Fentadecanoic 


trace 


Octadecanol 


0-2 


Hexadecanoic 


1.2 


Octadeo9-enol 


0.7 


Hesadec-7-enoic 


? 0.1 


Octadeoll-enol 


0,4 


Hexadeo9-enoic 


. 0.2 


Eicosanol 


trace 


Heptadecenoic 


' trace 


Eicos-ll-enol 


43,8 


Oetadecanoic 


0.1 


Hecos-12-enol 


trace 


Octadec™9-erioic 


10.1 


Docosanol 


L0 


Oetad ec-1 1 *enoic 


1.1 


Docos-13-enol 


44.9, 


Octadecadienoie 


0.1 


Tetracoa-15-enoi 


a.9 


Octadecatrien oic 


trace 


Hexacosenol 


trace 


Nonadecenoic 


trace 






Eicosanoic 


0.1 






Eicos-ll-erioic 


71.3 






Eicosadienoic 


trace 






Docosanoie 


0.2 






Docos-13-enoic 


13.6 






Tricosenoic 


trace 






Tetracosenoic 


trace 






Tetracos-15-enoic 


1.3 



*Miwa (83, 84). 

^ace denotes 0.01-0.05%, Ab&enea of absorption at 10,36 microns in infrared 
spectrophotometry indicates all ethylenic bonds to be cis in geometric config- 
uration. 
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CERTIFICATE OF MAHJNG 

1 hereby certify thai this correspondence is being deposited with the United States Postal Service with sufficient postogv 
as First Ctass mail in an envelope addressed (a " Cofnmissiamrfvr Patents, P.O. Box 1450, Alexandria* VA 22313* 
!450" on: 

Date:_ . By: 

Printed Name: 



AFFIDAVIT 
PURSUANT TO 37 CRR §1.132 



Assistant Commissioner of Patents 
Alexandria, VA 223134450 

Dear Assistant Commissioner: 
STATE OF ARIZONA ) 
COUNTY OF MARICOPA ) 

I, David Ashley, being duly sworn, depose and say as follows: 
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I received a Bachelors of Science in Chemistry from Arizona State University in May of 1987. I 
have been employed by International Flora Technologies, Inc., (Technical Department) since 2003 
where 1 serve as a chemist. Previously, I was employed at Safety-Kleen Systems, Inc., where I 
served as Compliance Manager from 2002-2003. I have also worked in various technical and 
managerial capacities at Onyx Environmental Services (Salesco Systems USA, Inc.), ADFlex 
Solutions Inc., and Revlon Consumer Products Corporation. I have over fourteen years of 
experience in analytical chemistry, environmental, health., and safety management. I am a Certified 
Hazardous Material Manager, and a member of the American Chemical Society- 

I have undertaken an extensive review of United States Patent Application Serial No. 09/899,432. 
The invention referenced therein is directed to methods for treating virus-induced and inflammatory 
diseases utilizing compositions that include monounsaturated long chain alcohols in combination 
with long chain fatty acid salts and fatty acid esters. Specifically, the salts of fatty acids include 
salts of jojoba-derived fatty acid material. 

It is known that the fatty acids of jojoba are made of essentially all cis-isomets, See excerpt from 

II Jojoba: New Crops for Arid Lands, New Raw Material for Industry", Report of an Ad Hoc Panel 
of the Advisory Committee on Technology Innovation Board on Science and Technology for 
International Development Office of International Affairs National Research Council (1985), 
attached as Exhibit I . This is evidenced by, for example, the fact that no trans-isomers are present 
prior to isomerization of jojoba oil See Jaime Wisniak, The Chemistry AWT) technology of 
JqjOGA OIL, p, 87 (1987), attached as Exhibit 2. In other words, jojoba oil that has not undergone 
the process of isomerization is considered ^'trans-free' 1 . 

Additionally, when fatty alcohols and fatty acids derived from jojoba oil are analyzed using infrared 
spectrophotometry, an absence of absorption at 10.36 microns indicates that all ethylenic bonds [of 
fatty alcohols and fatty acids derived from jojoba oil] are as in geometric configuration. See 
Wisniak, at p. 43, attached as Exhibit 3, Therefore, fatty acids and fatty alcohols derived from 
jojoba oil are considered "trans- free". 

i hereby declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true. I further declare that these 
statements are made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 1 8 of the United States 
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Code and that such willful and false statements may jeopardize the validity of the subject patent 
application or any patent issued thereon. 

1 further declare that I have received no special compensation or consideration for making this 
affidavit, nor have I been in any way told, either directly or by implication or inference, by anyone 
that my employment by International Flora Technologies, Inc., or my professional advancement or 
other matters of personal or professional interest to mc depend in any way on whether or not I make 
this affidavit or the content thereof, I further declare that I make this affidavit of my own free will 
and choice without any duress or influence of any kind, believing fully in the truth of the statements 
mads by myself herein. 




David Ash! 



I, Qj^ OL ritjr-^S > a Notary Public in and for the County and State aforesaid, do 

hereby certify that David Ashley , whose name is subscribed to the foregoing instrument, 
appeared before me this day in person and acknowledge that he signed, sealed and delivered the 
said instrument as his free and voluntary act and deed for the uses and purposes therein set forth. 

Given under my hand and Notary Seal this Jt^day ofjO 2007, 



My commission expires on _ Nov. >oo7- 
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CARBON ATOMS 

Jojoba oil cst&i s arc pi&de Up of fatty aJcohols ami fatly adds that are prtdomtoaiitly 
20 ur 22 carbon atttfn& loiig. Compared with mast vegetable oils, the carhoft chain 
lengths ate remarkably uniform- (Infibnftatioa from T.K. Miwa) 

alcohols are a mixture of cicosanol and doeosanol, with smaller 
quantities of hexaccsanol and alcohols of lower molecular weight. 

The acids and alcohols that make up jojoba oil each have a single 
double bond. Moreover, all double bonds are in the w 9 position (i,e. f 
between carbon 9 and carbon 10, counting from the methyl end). This 
is a remarkable molecular purity, and the. double bond position is 
different from that usually found in vegetable oils. 

The nature of the oil can be grossly changed by reactions at the 
double bonds and ester functions, and many new products can result. 
Que research laboratory in Israel, for example, has produced more 
than 40 different jojoba-based chemicals that appear to have commercial 
industrial applications.* 

As In other natural oils, the double bonds in fresh jojoba oil are sail 
in the cis configuration- However, (hey can be easily isomerized 
(twisted around in spase), using as catalysts traces of selenium f nitrogen 
oxides, or active earth. This produces an equilibrium mixture with 20 
percent cis and 80 percent tram double bonds. This simple process 
dramatically transforms the liquid into a soft, opaque cream resembling 
face cream, It can be stopped at various intermediate degrees of 



* Information from A- Sham and J. Wisniak, 
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E r ctimmce <sf on S*» 
„ U> th« 1/3 : 
,tedtoa6©»t«H« 
b2lOCandO.O&toO^ 

noted that their analyti- 
Btofthemcltii^iwmfcof 
3i»g uncertainties, partic 

bet and the condition* of 
fee beefrtiMHonsWy™^ " 1 
§14.15). GLC and infrared ; 
Ipointed ts> e» eqailibwam 
Lults on HNOriwmerised 
bfnred wsata were a f »» 
toted for by the pr^<*«i 
GLC raw^ «» 
noleic acid again ^"if*®* < 
we present at equiUbnom, j 
ondnflion that the : 
Ijo^ bands whether th* m I 

S(no«^«ur»ted) a oubl, 
aoisin was abo proposed for 
s6C tiva catalytic •peoeBwaa 
seUudiniaatioti of eracic suad* 
obaril, wMinveat^^ by 
JJt70C for 30 mm with 4 mole 



si 



Jojoba (W m 

percent nitrous add* A 70- K ^» yit^ld of trans isomer whm obtained 
with no otitftatiun of the double bond. Their results indicated that 
the lfiomemation iti induced initially by the nitrogen dioxide, anion 
mid fallowed immediately by co rap] ex formation between the excit- 
ed triplet ankrt and the olefin. Crystallbsation of the final product 
yielded a solid that contained 96~#7% of the tr&n& form {brass idle 
&did) and melted at 58-59 0. The tv's and (rami double bunds in 
erucic and brassidie adds were, identified by NMR, and absence of 
double hand migration was verified by reductive microazonoiyai^ 
GLC analysis. Chang and Miwa also explained the known fact 
that erueic acid has a hi&h thermal stability against geomi?tricai 
isomerizatioib on the basis of the reluctance of the excited kinglet 
stated to iltoss over to tbs triplet Mtntea, The extremely short-lived 
excited singlets need sensitization by stable triplets or by readily 
excitable ft^e radicals like NO/ and NO*. 

Wisniak (17) end Wisniak and Alftmdary nft) were the first to 
report an the geometrical ismviemetion of jojoba oil with selenium 
and NO't catalyBta under a wide range of conditions, Uorneri/ation 
tuna with selenium were conducted in a rettin flaak provided with 
heating and agitation. Overall time of reaction varied between 4;") 
and 150 min, with 0.094-CU'^ selenium, and temperatures 180 a 10 < ■ 
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EXHIBIT 3 



Jojoba Oil 



43 



ester, 10%; and for the fatty acids and akoholis—octadeceiioie acid, 
6%; eicosenoic acid, 35%; docosenoic acid } 7%; eicosenoi, 22%; doco 
senol, 21%; and tetracosenol, 4%. On the basis of these yegults> 
Miwa (53) concluded that the liquid esters were not biosynthetized 
by random esterification of the fatty acids and alcohols* The GLC 
technique developed by Miwa has been improved by Duncan et aL 
(81) to decrease the time required by the HCUiydrolysis step. They 
found that the wax is hydrolyzed faster by refluxing it in 5% HC1 
in anhydrous ethanoL 

A more refined analysis using GLC coupled with high-pressure 
liquid chromatography, mass spectrometry and ozonolysis was 

TABLE 1-26 

Composition and Structure of Fatty Alcohols and Fatty Acid© 
Derived from Jojoba Oil (Analysis by GLC, OsoxioIysis-GC 
and GC-MS* 



Alcohols 


(%) 


Acids 


1 ,(%) 


Tetradecanol 


trace b 


Dodecanoic 


■= trace 


Hexadecanol 


01 


Tetradecanoic 


v trace 


Heptadec-8-enol 


trace 


Pentadecanoic 


trace 


Octadecanol 


0.2 


Hexadecanoic 


: 1.2 


Octadec -9-enol 


0.7 


Hexadec-7-enoic 


: l 01 


Octadeoll-enol 


0,4 


Hexadec 


: 0,2 


Eicosanol 


trace 


Heptadecenoic 


' trace 


Eicos-ll-enol 


48.8 § 


Octadecanoic 


01 


Heeosl2-eri£>l 


trace 


Octadec-9-enoic 


101 


Docoaanol 


1,0 


Oetadeoll-enoic 


11 


Docos-13-enol 


44,9, 


Octadecadienoic 


0.1 


Tetxacos-15-enol 


8.9 


Octadecatrienoic 


trace 


Hexacosenol 


trace 


Nonadecenoic 


trace 






Eicoaanoic 


01 






Bicos-ll-eholc 


71.3 






Eicosadienoic 


trace 






Docosaapic 


0.2 






Docos-13-enoic 


13,6 






Triccsenoic 


trace 






Tetracosenoic 


trace 






Tetracoslfi-enoic 





a Mhva (S3, 84). . - . . . 

^IVace denotes 0.01-0. 05%* Absence of absorption at 10,36 microns in infrared 
spectrophotometry indicates all Gthylenic bonds to be cis in geometric config- 
uration. 
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CERTIFICATE OF MAILING 

i hereby certify that this correspotid&we is being deposited with the. United Stales Postal Service with sufficient postage us First Class mail 
in an envelope, addressed to " Commissioner for Patent^ P.O. tiox 1450, Alexandria, YA 223)3 ! 450" an; 

'Date: By: 

Printed Name: 



AFFIDAVIT 
PURSUANT TO 37 CRR §1.132 

Assistant Commissioner of Patents 
Alexandria, VA 22313-1450 

Dear Assistant Commissioner: 
STATE OP ARIZONA ) 
COUNTY OF MARICOPA ) 

1, David Ashley, being duly sworn, depose and say as Follows: 
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I received a Bachelors of Science in Chemistry from Arizona Stale University in May of 1987. I have been 
employed 'by International Flora Technologies, Inc., (Technical Department) since 2003 where 1. serve as a 
chermsL Previously, 1 was employed at Safety-Klecn Systems, Inc., where I served as Compliance Manager from 
2002-2003. I have also worked in various technical and managerial capacities at Onyx Environmental Services 
(Saleseo Systems USA, Inc.), ADFIcx Solutions Inc., and Rcvlon Consumer Products Corporation. I have over 
Fourteen years of experience in analytical chemistry, environmental, health, and safety management. 1 am a 
Certified Hazardous Material Manager, and a member of the American Chemical Society, 

1 have undertaken an extensive review of United States Patent Application Serial No. 09/899,432 in conjunction 
with the Sinlov et at. reference (WO 9602244 AT), The Sintov et al reference is directed toward topical 
pharmaceutical compositions that include salts of fatty acids, specifically: linoleates, claidalcs, palliates, 
myrisiates, oleates, malonates, succinates, adipates, pimelatcs, maleates, fumaratcs and azelates. 

The invention referenced in Application Serial No. 09/899,432 is directed to methods tor treating virus-induced 
and inflammatory diseases utilizing topical compositions that include monounsatiiraied long chain alcohols in 
combination with long chain fatty acid salts and fatty acid esters, More specifically, the salts of long chain fatty 
acids include fatty acids with chain lengths of 20 carbons or greater, 

Salts of fatty acids are obtained through saponification of the fatty acids. It is general knowledge that solubility of 
fatty acid salts decreases with an increase in chain length of the fatty acids, and therefore chain length of fatty 
acids are a consideration in the manufacture of topical applications. See Exhibit 1, excerpt from alleys Industrial 
Oil and Fat Products, & h ed. ? vol. 6, page 106 (200,5), The table in Exhibit 1 illustrates common fats and oils used 
iit saponification of commercial products, and all of these fats and oils comprise carbon chain lengths of 18 
carbons or less. Carbons with longer chain lengths than those illustrated in the table (e.g., longer than Cf8) arc 
"generally insoluble at room temperature". 

The Sinlov et al reference follows this general knowledge in identifying "preferred' 5 salts for "use in the present 
invention is a water-solubilized Cm-Cm carboxylic acid sall"£ce Sinlov et al., page 3 7 lines .1-2, 

By contrast the invention referenced in Application Serial No, 09/899,432 utilizes salts of fatty acids with carbon 
chain lengths of 20 carbons or greater in combination with monounsaturalcd alcohols and mixed esters for topical 
applications for treatment of viral infections and inflammatory diseases. The effect of the combination referenced 
in this invention is a dramatic increase in antiviral activity. This effect could not have been expected based on the 
general knowledge available because salts of fatty acids with carbon chain lengths of 20 carbons or greater would 
gencrai ly have been thought to hinder absorption due to their insolubility, In other words, a 100 -fold increase jn 
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antiviral activity is observed where the expectation would be that the delivery mechanism would not traffic the 
antiviral as effectively due to the decreased solubility associated with fatty acid sails having chain lengths of 20 
carbons or greater. 

f hereby declare thai all statements made herein of my own knowledge are' true and that all statements made on 
information and belief are believed to be true. I further declare thai these statements are made with the knowledge 
thai willful false statements and the like so made are punishable by fine or imprisonment, or both, under Section 
1001 of Title .1.8 of the United States Code and that such willful and false statements may jeopardize the validity 
of the subject patent application or any patent issued thereon.. 

1 further declare thai I have received no special compensation or consideration for making this affidavit, nor have 
J been in any way told, either directly or by implication or inference, by anyone that my employment by 
International Flora Technologies, Inc> or my professional, advancement or other matters- of personal or 
professional interest to me depend in any way on whether or not 1 make this affidavit or the content thereof. I 
further declare that I make this affidavit of my own free will and choice without any duress or influence of any 
kind, believing fully in the truth of the statements made by myself herein, 



9*- 



David Ashley 



^. (lAl^Ou H^j 7 a Notary Public in and for the County and Slate aforesaid, do hereby certify that 

David Ashley, whose name is subscribed to the foregoing instrument, appeared before mc this day in person and 
acknowledge that he signed, sealed and delivered the said instrument as his free and voluntary act and deed for the 
uses and purposes therein set forth. 

Given under my hand and Notary Seal this ^ day of PO^kx-H 2008. 



My commission expires on Nfov* o*/ ? f &GI I 



SEAL 1 CAROL HYN£5 

Notary IM&ile - A/licmcs 
Marteopa County 
fcJyComfa&pfmNeyn 2011 
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TABLE 1, Fatty Acid Compositions of Common fats arid Oils/* 

Artifna* Fate, 7* Vogolabio OWs. % 



Common Chemical Chemical Paim 

Name Is&mG Formula Symbol Tattow l..aril Coconut tenia! Soybean 



Saturated fatty Acids 





Catamite 




C 8 






7 


3 






doeanoic 




CIO 






6 






lauric 






C12 








SO 


0.5 


m/ostto 


leifactacanoic 




C14 


3 


1.5 


to 


IS 




p&lm&c 


hoxatfecanolc 




cie 


24 




as 


8 


12 


nwojjrir: 


hepteftecanoic 




C17 


1,5 


0.5 








sto&ric 






CIS 


£0 


13.5 




2 


4 






ttiiSBwraiQCI fatty Adds" 












letradr^nolr; 


C» 4 H M 0 2 


C14:l 


1 










p#!rn?f oleic 






C16;1 


2.5 


3 








atefc 


oclaclecenoEC 




C18:i 


43 


43.5 


fl 




25 


lino!eic 


ottadecacfenk; 




C1B:£ 


d 


10,5 




2 


52 


tin^enfc 


oc! a (tec a triage 




CI 6:3 


0.5 


Q.S 









A f rfitn htatorlcftl flfilft find f^rdcTor & Gambia an&ySds, 



arc practical considerations that nmst bo nddr&yjcd when performing this react ion 
on i) commercial scale. 

Compositional differences in (Ims fatft find oils |*ivc rise fo diftii* significantly dif- 
fercnl physical properties and those of the resulting fatly acids and soaps. Fats and 
oils arc triglycerides composed of glycerol ester linked to three fatty acids. The 
main compositional different* is the chid n- length distribution of thu fall) 1 adds 
associated with the fats or oils, The compositions found in .some commercially 
important fats and oils wc summarised in Table 1 . High levels of unsatti rated (con- 
taining double l>orids) or aliort-cliiiiii- length components produce fatly acids th-M are 
liquid and soaps ihaf have high water solubilities tU room temperature. Conversely, 
high levels of saturated, long-eh&m-length components produce waxy and hard fully 
sicick eg.. Candle wax, and soaps that art ejysctitifllly insoluble al room tomporniure. 
Furfhermortt, unsaturated components arc more .susceptible to oxidative degradn- 
tUm, i.e., the oxidation of the double bond to form a number of shorter chain enm- 
(»iicni-s. Tli is gives rise to undesirable odors and darker colors. A key lo producing 
iiOjijW with acceptable qualities is the proper blcmfiug of these fais and oils. 

Thu quality, ix.* level of impurities, of the fats and oils used in ihc manufacture 
(if snap is important in the production of commercial products. Fats iind oils iire 
isolated From vnririos animal and vegetable sources and contain tlif felt nl httrutfac 
impurities, 'rbvsa impurities may include hydrolysis product of the triglyceride, 
e.g., tally add and niona/diglytrcridts; pmleinnceous materials and paniculate 
dirt, r-.^.. hone me;il; and variaus vjumins, pigments, phosphaiidefl, and sterols. 



